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mm® Loh&t zsm&tm. 

V, 7)W*tin>. y*U75A. *y?5$y. 7 
x**-fef-y. 4->***z*V. isT/ K*X£y. -fe 

[W*5B3 3 S/|/;?-nryi:7/M-*-fe^yfc?:£tf 

m 

JJUkossri bmicttMmXiz^-tltzthcoS. 

i at u< a-eixjjui^ffiios^mtt^s sri, 

[&Wcol»faBB] 
[0001] 

[^<o«-f&fii«r^H] *»Wi, S/l^-ftfy (mi 
rtazapine ) fciUJKM-tD h^yHKOai^ffi^RW <se 
lective serotonin reuptake inhibitor ; SSRI ) b 
ZtstiWmWfa. S/k?-feyi:SSRlSrMf&4 

[0002] 

immwitsxvmtwmizi b?&im} m 

m\<r>oh, miRmvh-yfm'o&Kwm ( ss 
ri) mi>mim>x^&. ssRUiy/prFw 



gnrnztm. ssRijii 98o*Kcvtomfrt> 

A#tl>£ .SSRI X'b&V* V W (ziine 

udine) \tinmtitz&W)mix'$>'>ti. Tt>mzm 
mwmmizb&wicDs sr i )tt ;Uf7vw* 

*-fcf-y (fluoxetine) , 7/M**Mf$ y (fluvoxamin 
e ) , ^^07*5A (cltalopraa) , -fey?5$y (ce 
riclamine ) „ 7x J &*-fef-y (fenoxetine) .. >f 7* 
df-bf-y ( ifoxetine ) s isTJ FfXty (cyanodot 
hiepin) . ti^^'jy (sertraline) . nu^-t^y 
(paroxetine) tiXTfV h*-fe-7-y (litoxetine) XS) 

b. znbttt^m:nmmtmixim%itm 
\,z&^%&mmmm\t txmbKtf. s sr i 

uiummco^m^s sr i <nmmmz>. s 
hizwrnowi. Wm&%co?-7MWtzx SSRI 
a^wfiH^WJ; 13 h-fr> b&h tmtx\^i i<0t>^ 
SSRlOfiiBHKfrSlfl^li^ tt*. £S«fp 

mm.x-hh. mmtT^^tihwmmitmm 
ommzmzmifsz. 

[0003] &i>mm%wmxoinxbht#. 

\,Z?mffif&4. 0 6 2. 84 8#(C^S*l3tS;^ 
ifty<0«i^, SSRI UcBH::£-f SlWffl 

[0 004] i<0ttl.{i. S/kP-nryfcSSRIfctf 

^«m&izmth<r>v-m%mmhi. ssri 
t mic, 5;w^-f eyji. y y«3 y yfffttt 
nr7*?-. y^THu^yyiwsOji^^^y-vfeJ: 
tx«- 1 -r f w-y y^SMtv-fer^-fc^Lffiv^ 

«tt*1W*. S^>fc> p#«-fenhxyftttj^tB7<S 
ssRitJi^o. $.>vfWy\t-tv3h-y 
ffl^A-DyWKOii^yrSrawt^v^ S;l-^ 

yvy9m(o&i>m%jmm\zmx'}>i. *mn 

«60f!WSitt, SSRI*<5;l/^-fty«|i|^fflS:mS: 

3^2«<7)S ; 0:*t»a@S'j^^»rs. $<?>tc, m 
m&ffimit Lxa*ti?nmcv$Miii>i±zit?>z 
btmitz. -e^*, $n>fwyb-mzmt 
wfssRiti. mmamhL<\m±int%tf 
x*)&<m%izmtz>zbi)<x'$h. 

[0005] 

2)s^i, S^iftya^W^E^ii^SU? 
iat>Ktt*nJa±OSSRI4fctt*«)E 
Ig-hUF^fU^&JS (0S*L<I±1®9SSRI ) tS^ 
tfffl-^^ (conbination ) Sr«ffi-fl>. ^C«f* L< 

ii, m&miisw-fvyb s sr i tsr-s-tf. jy 



[0006] 

- 1 1 < \m%z mmu^-nx^x-m^ vm. 

14, mmM&tmmnmtiZ^ii&c^i 

cooo7] jstiSiiKftaiflg, fcfc ****!&*. y 
**«*u zhbmMtmnmiimzi'* nt 

[00 08] S/l^lftry, SSRIfcitf-?-<D*Jg*4 

XrWv-fcir/x^yf-;*^-££^6:fcft#ltt 
*t lXttli&Z.b#imtiX5. *$&uJl»4*tf> 

*> ( R ) J:tf ( S ) x^yf-^-v-, Mt/fc*tf>* 

al newjas^ 5%*sr, »*u<ii2% 

6 5* SS^SS* -&«)^ffS«Jt*£Ol?fex^y^^^ 
[0009] 8 (1tfc»S!OJ!V«<) 

[ooio] s t>fo&mt. m^mmxtma 

iafcL<*4*iiJa±<ossRi fcPI!i$fc*fcl4«<Kfc: 
tBHflftr*. ssRitt, sjw-rK^fcPwe* 

toon] «fete*?K«is«SB. tt$v 

a&ft*«*f*fc*>0, S;l^-»rey*3J:tfssRicD 
[ 0 0 1 2 ] 8 6 fc*WWi WWc«* UfciMfc ( fc t 

[0013] «lW«*i»i*r«S SRI *CjSLTV> 

A. -fey??5y, -fe/H^yy. 
ndf-bf-V. 4 7****5', ^VKfxtyfcitf 

»^b-tSCli:*<T#6. 7Jfct*fc 
*y, 7/WMf1f$>\ i-^D^A, -fe;H<?yyi3 
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awe**. s^feyt,L<ttt««»jJWSFL 

3 6*fc s 7A***f-vfcb<li*ai£fcJjt*l3 
iat^-friHtoWKtr**. $;k?ifeyi7/M- 

[0014]»fl6**§S<Otefi®$:, S;k?-»f£y <i 

fc*4<e<oEauj*§ids*) tssRi (£*:*4*<o 

EISLhftS Up 5*) <Offl-&^<OS*4^l6S:i. 5&i> 

[0015] Hftfct Mca*"*-6fcft05^-n:y 

#co«jMlkgfc^0*3J:U c ia«.^ l 3O. 0 1-30 
mgWSB. #3iL<*4ttgl kgfcfcOfc.ktflB* 
£90. l~5mg(0KH, ^*;#tL<«4«dllkg 
fefcOfcitflBifcOO. 3~1. 0mgtf>SH?* 

[0016] HR*Ct MCjftW £>Jttf><0S S R 1 1 1 

im.lkg&ti'OisXVlB&fc'OO. 01~50mg 

0. l~3mg«05BSHfi>&. 7/^df-fef- y«*§£, 
aw &&*ftiiA#Off<£l k g*fc9£J:tfl B*fc 
00. 0 1~10mgcoKH. #SL<*4«:aikgJ> 
7tO«J:^10fc't , JO. l-lmgO&ffl-C**. 
[0017] *EWrv*9, iSttJfcfttf***4£Tlg 

jwifttLTtttisfu. #ti<\mm<?>mmii. 
iB£bfc>omi-mm2®. 30. 4m, statu 

»-9-»4, Jttilf5~5 0mg <#£L<*410m 

g) <n$/vfi'\i>$*if?&mmmxii$?h 

Z.ttfX'%&. SSRI|410~100mg, ftftK 

*4i o~5 om&mm&mt ixtk$-t&z.btf 

T'#6. 7;^-9-5>*45 0~10 0mgOta4#ffi 
JB®t L-T , ifc^'o^ -fe*y*4 2 0m gO»4#G[t 
T> $4>*C-fe;l'b5y>'*45 0mg*CTS4-t6^» 
ffiSX'hh. 7)\s**i±*><m^. *S««i4#*2l4 
20mgT'*l>. 

[0018] m&ftbWLd hm&tto<r)Zf8.m® 

mxikz-tzzbtfx-zb. 

[0019] ffl^li*0#vS1M^*4JS* (raw chemic 

ai> iix®.4-thzti>T$z>tf, ztibtmm. 
^bbx^-thcotfitmx'hh. *mknmmsffl» 
a. sttfiit^ shifty &K\t*<7)m± 
misz&b. i«fcL<tt*waj:ossRi*te 

*4^0E^±flF§La&*i:Wffl^M*J) I8t)t 

< *4 *tia±.com±.m 1 1 h mm tzttmma ± 



1 



(4) 



^13^10-67663 



commmt Lxmztiz. 

[0020) mtimmma. wmn. Mmn. m 

\tma (&t. wm. nmtsxv&m mmz 

[fctitfyxtn (Gennaro > «. 
yhy • 7r-^-f*;k • 1M xyx (Si 8 

US) , V<y? • WW yxV^ ■ (19 9 

0) , mz%8& : rBMSmHXVt&Bti tCfESK 

er> » js^jw, %mL mwh. mmi mm. m 
[oo2i] ana-w3tt*a«*u;fcfc itfAa. 

<M*JHi:LTft*U ^(3«Kt>L<<iHMft;fcL 

TiH!W4£kfC#4. *feWStt«4H4. 

X (bolus ) tKtt^-^hktTtWWiikfcT 

[0022] BSSrtft^fc^fiiRIBUiJ^Rt Kit 

[0023] 4mumizmi-i&mt. xv 
m&mmmmz&i?ti>. ztif>memtm 

4. 

[0024] MgOAfcJ: 9&5-"*4<0fc»t4*M!Bj 
Ar-fcfc£-f4. 

[ o o 2 5 ] $ h iz*mitmmmam)mi>n 

ftU s-A^-ftfy (*3tli**>EX±it 

*t^««) ki8t>t<tt-ewy±ossRi 

tt*OlBW:tt*L3 4«) k l8t>L 

[0026] -mumza^x. s^-rey-fc is 
fcKtt-wusLtossR i kos^m^tidft^m 



It. ^ottnajt. 7 r-vx-f-;«MW • •* 

4xyx («18K) . Vr? • n/yyyy/^y 
(19 9 0), m3l8« : rgggjfljfc J:tf* 

**. Kauart-***wcJ:9, flsa***** mm 
& nm&mi&xizmmt ix. mwmm (* 
ttxmrmm) kixm-ti^ttx^i. 
[0027] mm mttmm) m&thtz 
a, mm. * y ^-m^manmnma 

IFfr >fiatt»U*» L 9 **Affl*ffiJIWt £ k # 
5W4iSftj£tt<DSH:. fci£tf5~50mg 
CD $ /W*-f t y k HfflWfcHi 5 ~ 1 0 0 m g CO S S R I 

bi*ttimvt>i. mmnz&^x. 1 sragcos^ 

^if k 2 0mgO7;^-fef-vk **trtfi3W#f# 

f>il4. 1 OOmgi t)^V>SSRI(7)S«, SSRI 

[0028] mmz-*nz8A-i o m-tmmt. 
[oo29] j: *)~mm^B<omm^.wt. 9m?> 

^3Sg*m-^J 7*y ^^-y^ (blister P 

ack)] ftltZtsGtb r&S'^v? (patient packs) j IZ 

xsmtzmnztiz. m^v9\t, m&mmuz 

\tt£\\ m^-^iZMl^iXtt^^K'^ (package 
insert) ZSmtfftizmmX* 4 k^P^T, ^JS?* 1 
EmiHK0m#tt»^i&^^^tt^*^^Sl-r4fi«« 
*5#kit^fiJ££#-*-4. «W«A»t**-Wi». ft 
#?5<K#«0*B*fc«63 J; 3 WW 4£k t^SixJt. 
[0030] fl!i<o||ifi®««i, 3«11<o«l4*ffi<o o ^.co 

iotL<w-eiua±* s s^ifty^^»i-e-oEig± 

»WL34Je&-&WL. to, lot,L<(i-eixfeU:* t 
SSRI^)tJ±-C-c0EIEi:fr«U3 4SSr^^W4. Sil 

^cos4mesr^t^igi*i^^-r4. s/^-ftry 

»ia•t4ft^0^Stt^^)• (fckitf 5~5 0mg*)$A* 
■ftry) «r^t4k*t, yiki»fl0~3 0mg<0S 
SRI $t^4. fiNWi, ftt^Br^^ia (fckitf 
2ilfSI, l:WiiKtt3frfl) fcfcfc9ft#*«W 
4^tc3£^^«9PJ, #r*;H»jriffcft1W*. 

[0031] MS, ft*Ji-wt-f!M5^irey t» t< 

lis SRI ft*IW6««U:a**ffit]8v^T«W 
4£ktT'#4. iwaojMtStufeft^ftfflfc. *W 

(0 0 3 2]4«mUS^ S^fCVk, ssr 
Ik, i^^fc^t-i^WBWJft^/WfflHW 
A%k £-»fcH£tf T-firOft#>< ^ fcftfrf* . 
[0033] S A^f yii, 3MMMM«t##t tt 
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&*MllWmm4, 0 62. 
[0034] SSR 1 l*£l!l#T^*lfcffiSO;fri£fc 

t)m-t&Ztt><-V*&. ASBWcli. CftMfc^tt 
#Bf8i«84, 3 14. 081#aWi»iciea$n^ 

lSfttt#Bmf*84. 194. 0 0 9#BJifflSfcg3^ 
*tO**. fcBHMMM, 3 14. 0 8 1#iJJ;t/^ 

4, 194, oo9mwm<r>?i®i&%tix*' 3 m 

[0035] 

[ftJfiWl UT, WI«fcJ:0*«Wt8feKIWW 
*. 

[0036JSML1 

v%)ix2. i±o. 30^ mzwommmz 

Tjkit:. ZtUi^UyV-ty (Berendsen ) b7U-y7 
(Broekkamp ) s 3-DtT7>' • i J-f-t^- 
7T--730i/'- s &135S, S27 9--287H 

(19 8 7) teW»8hfcW!(ttC-*t* . 

[00 37 J 57 Y*7)V**±*Vb$.)Vi>-fK>b 



tt±Wg£(£T#±-f 4 .0.1m g/k gWSJWf 

mtcmkimtiviz+ftThh vmm* i ie 

1 0 0 3 8 1 7/M-*-te?-y 2 2 m g/k g ftTtft-^- 
(sc) : 2. 1±0. 3®Of!lie. 
[003 9] 7/W3r*-fe*y2 2mg/kg (sc) + 
5^-ftyO. lmg/kg(sc) : 0. 2±0. 

[0040] 7>M-*-te*y22mg/kg (sc) + 
$/l^-f£V0. 2 2m g/k g (sc) : 0. 4± 
0. 2l2|<0lteS. 
[0041]^|ei2. 
yjut^+yjz&i&MQmmcol&T 

30#ISA;fUt. 7? Mil 4. 5±1. 8g(7E<9 

v (mealwora) "CflflftLfc. 

[004 2] 3 0mg/kg<07/M-*-t?-y (sc) 
?«JJI Lfc 5 >y hMJU>3 ±0.4 gOfiSS: A^. -I 
tM8Q%0MTX-bZ. 2mg/kg^Sy^ifey 

( s c ) T<0|iI^HiSfcSttit«S:ff^7t:^, <6T«i 

mx-3>&. 
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(54) wwazm ^A^^tr^ismiwjRS^D^^wo&^^tfrSve^sm* 

(57) IISWJ 

As -fe'J^^S^s 7i«tfV. ■feA-hsyv, '< 
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1 

[IW&H2 3 S S R I ifiittAr&y* 7/1***** 
y % 7/U#**$>\ *,?U7?^ %u**8:<* 7 

ULtcossRIofiWH. 

fiLto S S R 1 1 Hfitfca3t»ftWiWB 

iffit,b<«*nJ^<ofl&i?>a^m{af^ssR 1 . 

[&Wo5*m3KB3 
[0001] 

tW^«f^»JS5WJ *)BM** ****** (« 
rtazaplne ) fcjttKW^CT hr.y?TO92*Mfi^ (se 
leclivc serotonin reuptake inhibitor ; SSR 1 ) t 

[00023 

[ ft'i' O&fB-* > A* C ft'? K ?! I * •» r ' 1 

«sk99*>, awi^koh^^ipsioii^mww (ss 
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2 

SSR I 111 9 8 0^ft<0S&flfl*»4> 

A*-t*<r ssRir**s^xyy> (ii«b 

^lfiV^irajrFfcft^ffl^>SSRIti, fcfcitt?** 
^-fe-fy (fluoxetine) . 7 (fluvoxaaln 
e > . irfnJ ^J* (citaloprao) . <te'J?9$V (ce 
riclamine ) . 7xWfy (fewwetine) . 4 7* 
^■fef-y (Ifoxetine ) „ S^r/H^-Xtfy (cyanodot 
Mepio) s ±*h9»y (sertraline) . /to*tef-> 
(paroxetine) if ttf»J Hr«fe*V (lltoxetine) Tfc 

i^^mm^m^mmt i/tm« ufc* * ssri 

&fcW»#<o+K:tt* ssri 
tm<owam >> t>^ t mtx w 

iooo3]^0. &bmwjwm<r>iwes>z>t& 

*C#B»IHIM. 06 2, 8>l8-9(cSB^$ft^5^ 
tftf>*>8KW*. SSRI Hft*l£Wzd^tMffiHJ 

[00043 COfcUU** 5/l^1fe>tSSHl^ 

*<<oim^^«^T ®s«mr*&. ssri 
s^trtrvw. y y«n y y#swt 

ttomii. ssri tf^jv** t y<oawm*p?«^ 

ntrssR iw. tmimzufti>L<&fo*z&w< 
o ^ < ^*#fc«m^^ c h /at & . 

r n n o * J 

SSJ^TWUJ^ (»dtL<iilttwssRl ) k» 
trm^tt* (cofubireiMon ) €:ffi«^4. 

«^1t8«$^ifeyfcSSRli:€r*tf. J3 



3 

[0006] 

^ &2 ( t> l <«5iHD> «ttj*#*a***ffcom 
[0007] &**mumwL* fcfc ^.tfffls®. ^ 

[0008] SA^iftrx. SSRI#J:l/*<50«»tt 

i rat L<tt*ftj^^?A^**^*fc#fc^ 

cr> (R) #£1/ (S) oc^^rv— . a«/n*«o« 
[0009] 

[ooio] *h£*mit. &/h<7>mmfi(zTttm& 

18€L<tt«e*i£Ut#>SSR I fcfWfc*fctefll##= 
[00 11] PtSU ftaWW**: 

[0012] zbiz*ww*mi&mLLi&m {tit 
tat h&st&frrzwimi) <o«tffc«fct**. 

A, -fc>J?9S>\ 7x**Hr*V* -fe/Ph?y>\ 

sjwifevfc. 7/w*-t 

f-> % 7rt>#**5>\ ^07^, */H*?y>fc 
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4 

[ o o 1 4 J S^*f3*<ofc£3Mr. < * 

[ooi5] HRCb hiz&tthfctoozwmy 

#<O«caikg*^9*JJ:VlB*fe00. 01-30 
mgco&ffl. #*L<l±««lkgfc*:9*5.*tf"lB*> 
fcOO. 1 -5mg<9©H. *$£#£L<teffrMl kg 
fcfcOEi: tfl BAfcOO. 3-1. OmgcoEffiTfc 

2D [00l6]HRfctht=a*t*^<OSSR Ii»L 

«cfij kg#>nrO**J:C/J n^OO. 0l-50m« 
cottBL #£L<fctf«U k shtiOti XX/i Bht: 9 ) 
0. 1- 3ingtf>«9*Hr&&. 

wi»«^>** i * g*fc?»»JtM a** 

VO. 0 1- lOmsCOWIffl. WiL<*i^lkgi5 

[ooi 7J*$£L&mh»k «tt«»<omftt^Tai 

30 lHW?feOai^KrC2EP. 30, 409, 5<RK>U 

g) <oS;w^Hfe>^^ftmfitft-WMITa^ft 
WlO-5 0mg<0*ffia^®iiLTa4^Ci:^ 
®fl5fcLt. ^^to^-t^Vtt2 0mgoa*^M3iltC 

40 2 0mgtW. 

[0018] ffitt«»fc^L9 ft«S*itJO*iS;WiKi 

[0019] ttft^<04Mit***sUK* (f«* dw-ic 

an tLxm+*zt,t>T$itf % ztit>tmm& 

IWU^fttt^. i«bL<l±*wai«>ssRr*fc 
50 <l«tUU±^B^8Lb»»t }^tt*St>t««^»l^ct 



(4 

5 

vjmttim&mbiktz&o. mmt. fflJ«M» 
(rmsmmt ixmtzn.*, 

[0020] 58W-«»te^t5Wai.l. HBrt. ABM. & 
j» (eft, aertftiUfSlTSrfi^* ) . Krttt< 

ti&M<r>-ffi£ [fcfci.ttVx^-0 (Gennaro ) US 10 

>vv- 7r-w- tM.xf* (»18 

JK> . *7 • /try yi^X^ • jflrV/tS— (19 9 

vara* i *t l <«-ena±«o«» 

«a8«**i^WC«ffl<ot»<0, fckiJfSeSS* («" 

«-> . mniM. mm. mm. mm. mm. #** 
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♦ NOTICES ♦ 

The Japanese Patent Office Is not responsible for any 
damages caused by the use of this translation 

1 .This document has been translated by computer. So the translation may not reflect the 
original precisely. 

2 shows the word which can not be translated 
3.1n the drawings, any words are not translated 



DETAILED DESCRIPTION 
[Detailed Description of the Invention] 



The invention relates to pharmaceutical compositions comprising T^f™ ™* its 
selective serotonin reuptake inhibitors (SSRTs), to a package containing dosage unite 
SmSStazapine and an SSRI, and to a method of treatment of depressive patients. 



Derision is a chronic illness that affects people of all ages. Although ^there are i many 
effective antidepressant agents available, the current arniamentanum of ^tmente s 
Z. adequate, with Jnsatisfactoiy results in about one thud ofal -bje^ated. 
Of the various classes of antidepressants which are currently availab M» sdecOve 
serotonin reuptake inhibitor (SSRTs) are among the most "f-JJ^SS^ 
ratio of 5 HT reuptake inhibition ovei noradrenaline reuptake inhibition. SSRTs nave 
bSn avaitoble stoco the early 1980s and the SSRI zimelidine was the first drug to bo 
Seted Other SSRTs on tne maiket or under development are for example fluoxetine, 
flXxa^SopTarn, cericlamine, femoxetine, X^^f^Z^' 
pSetine, and litoxetine. Although launched as new break-through drugs due to then- 
Scumble profiles compared to the classical antidepressant drugs which preceded them, 
SSwTme considered to have many troublesome side effects. These often preclude^ the 
use of SSRTs fo. treatment of depression. Furthermore, some mvestogators W^ethatm 
the subpopulation of melancholic depressed patients SSRTs may even be mfeiioi to other 
anfioepSLts. The most obvious side effects of SSRTs are headache nausej . appetite 
inhibition and disturbance of sexual functions, such as anoigasmia and loss 
These side effects of sexual dysfunction can easily inteifeie with long term compliance. 

[0003] It has now be found that administiation of mirtazapinc, , which is one of the newest 
antidepressant agents and has been disclosed in U S Pat. No. 4,062,848, ^is ableto 
pievent or at least loduce significantly the side effects occuinng when SSRTs are 
administered. 

r00041 This finding is the more surprising because mutazapine and SSRTs share many 
jeatuies. Like SSRTs. mirtazapine has' a low affinity for muscarinic cholinergic receptois, 
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noradrenaline uptake carrier and alpha-1 adreoeigic receptois Further, both enhance 
serotonin release. In.contrast to SSRFs, mirtazapine does not inhibit the neuronal uptake 
pump for serotonin. The most significant adverse effect of mirtazapine treatment is 
somnolence. An additional advantage of the present invention is that SSRTs diminish the 
side effects of miitazapine when both are administeied. The present invention thus 
concerns the administration oftwo different classes of antidepressant drug, each drug 
mutually diminishing the side effects of the other diug. It has further been found than 
both drugs enhance each others efficacy as antidepressant drug. As a consequence SSRTs 
if administered together with miitazapine, can be used foi more patients while 
maintaining or enhancing the therapeutic effect. 



Thus acconling to one aspect, the present invention provides a combination compnsing 
mirtazapine or a pharmaceutically acceptable salt thereof and one or more SSRI's or a 
pharmaceutically acceptable salt thereof, preferably one SSRI. Most preferably, the 
combination composes mirtazapine with an SSRI Such aforementioned combinations 
may hereinafter be referred to as combinations according to the invention. 



It will be appreciated that the compounds of the combination may be administered 
concomitantly, either in the same or different pharmaceutical foimulation or sequentially. 
If mere is sequential administration, the delay in administering the second (or additional) 
active ingredient should not be such as to lose the benefit of the efficacious effect of the 
combinationijf the active ingredients. 

[00071 Suitable salts include acid addition salts, for example, hydrochloiic, fumaiic, 
maleic, citric or succinic acid, these acids being mentioned only by way of illustration 
and without implied limitation. 

[0008] It will be appreciated that mirtazapine, the SSRI's and the salts thereof may 
contain one or more centres of chirality and exist as stereoisomers including 
diastereomers and enantiomers. The present invention includes the aforementioned 
stereoisomeis within its scope and each of the individual (R) and (S) enantiomers i of the 
compounds and then salts, substantially free, ie associated with less than 5%, preferably 
less than 2%, in particular less than 1% of the other enantiomer and mixtures of such 
enantiomers in any piopoitions including racemic mixtures containing substantially equal 
amounts of the two enantiomers 

[0009] The present invention furthei provides combinations according to the invention 
for use in therapy, more particularly in the ueatment ot prophylaxis of depression. 

[00 1 0] Fuithei the invention comprises the use of combinations accoiding to the present 
invention foi the manufacture of a medicament having antidepressant activity with a 
minimum of side effects. The present invention also provides the use of mirtazapine in 
the manufacture of a medicament for administration concomitantly or sequentially with 



TRANSLATION OF NICKOLSON PATENTE 
FROM JAPANESE TO ENGLISH 
Page 3 of 7 

one or more SSRTs foi the treatment of depression. It will be appreciated that an SSRI 
may be used in the manufacture of the above medicament for administration 
concomitantly or sequentially with miitazapine. 

[001 1 1 The invention further includes the use of miitazapine and an SSRI for the 
manufacture of a medicament having antidepressant activity without inducing headache, 
nausea, appetite inhibition, or disturbance of sexual functions. 

The present invention further includes a method for the treatment of an animal, for 
example, a mammal including a human patient, suffering from depression, which 
comprises administeiing an effective amount of a combination accoiding to the invention. 

[00121 Furtheimore, this technique includes prescribing the combination object of this 
invention of an effective dose foi the patient also including the treatment technique of an 
animal (for example, mammalian which includes a Homo-sapiens patient) of having 
suffered this invention from the depression. 

[0013] The method of this invention is suitable for all SSRTs. For instance miitazapine or 
a phairoaceutically acceptable salt thereof can be combined with fluoxetine, fluvoxamine, 
citalopram, ceiiclamine, femoxetine, sertraline, paioxetine, ifoxetine, cyanodothiepm and 
litoxetine, oi a phannaceutically acceptable salt thereof. The combinations of mutazapme 
with one or more of fluoxetine, fluvoxamine, citalopram, sertraline, and paroxetine are 
preferred. Preferred is the combination ofmutazapine or a phannaceutically acceptable 
salt thereof with fluoxetine or a phannaceutically acceptable salt thereof. Most preferred 
is die combination of miitazapine with fluoxetine. 

[0014] The amount of a combination of mirtazapine (or a phannaceutically acceptable 
salt thereof) and an SSRI (or a phaimaceutically acceptable salt thereof), required to 
produce the efficacious effects will, of course, vary and is ultimately at the discretion of 
the medical practitioner The factors to be considered include the route of administration 
and nature of the foimulation, the animal's body weight, age and general condition and 
the nature and severity of the disease to be treated. 

[001 5] In general, a suitable dose of mirtazapine or a pharmaceutically acceptable salt 
thereof foi administration to a human will be in the range of 0 .01 to 30 mg per kilogram 
body weight of the recipient per day, preferably in the range of 0.1 to 5 mg per kilogram 
body weight per day and most preferably in the range of 0 3 to 1 .0 mg per kilogram body 
weight per daj 

[001 6] In general, a suitable dose of an SSRI or a phaimaceutically acceptable salt 
thereof for administration to a human will be in the range of 0 01 to 50 mg per kilogram 
body weight of the recipient per day, preferably in the range of 0 1 to 3 mg per wlo 8""" 
body weight per day. In the case of fluoxetine, a suitable dose will be in the range of 0O1 
to 10 mg per kilogram body weight of the recipient per day, preferably in the range of 0 .1 
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to 1 mg per kilogram body weight pei day. 

[0017] Unless otherwise stated all weights of active ingiedients are calculated in terras of 
drug perse. The desired dose is preferably presented as two, three, four, five or more sub- 
doses administered at appropriate inleivals thioughout the day. These sub-doses may be 
administered ia unit dosage foims, for example, containing 5 to 50 mg, piefeiably 10 mg 
of miitazapine- The SSRI may be administered in unit dosage forms of 10 to 100 mg, 
piefeiably 10 to 50 mg. Fluvoxamine is conveniently administered in dosage unit forms 
of 50 to 100 mg, paroxetine in dosage units of 20 mg and sertraline 50 mg. In the case of 
fluoxetine, a typical dosage unit is 20 mg. 

[001 8] The components of the combination which may be referred to as active 
ingredients may be administered fot therapy to an animal e.g* a mammal including a 
human in a conventional manner. 

[0019] While it is possible foi the active ingredients of the combination to be 
administered as the law chemical it is preferable to present them as a pharmaceutical 
formulation. Pharmaceutical formulations according to the present invention comprise the 
active ingredients (that is, the combination of mirtazapine oi a pharmaceutical^ 
acceptable salt thereof and one or more SSRTs or a pharmaceutical^ acceptable salt 
thereof) together with one or more pharmaceutical^ acceptable carriers or excipients and 
optionally other therapeutic agents. The caniei(s) must be acceptable in the sense of 
being compatible with the other ingredients of the formula and not deleterious to the 
recipient thereof. When the individual components of the combination are administered 
separately they are generally each presented as a pharmaceutical formulation. 

[0020] Suitable formulations include those suitable for oral, rectal, nasal, topical 
(including transdermal, buccal and sublingual), vaginal or parenteral (including 
subcutaneous, intramuscular, intravenous and intradermal) administration. The 
formulations may be prepared by any methods well known in the art of pharmacy, for 
example, using methods such as those described in Gennaio et aL, Remington's 
Pharmaceutical Sciences (1 8th ed., Mack Publishing Company, 1990, see especially Part 
8: Pharmaceutical Preparations and their Manufacture). Such methods include the step of 
bringing into association the active ingredient with the carrier which constitutes one or 
more accessory ingredients. Such accessory ingredients include those conventional in the 
art, such as, fillers, binders, diluents, disintegrants, lubricants, colorants, flavouring 
agents and wetting agents. 

[0021] Formulations suitable for oral administration may be presented as discrete units 
such as pills, tablets or capsules each containing a predetermined amount of active 
ingredient; as a powder or granules; as a solution or suspension. The active ingredient 
may also be present as a bolus or paste, or may be contained within liposomes. 
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[0022] Formulations for rectal administration may be piesented as a suppository or 
enema. 

[0023] Foi parenteial administration, suitable formulations include aqueous and non- 
aqueous sterile injection. The formulations may be piesented in unit-dose or multi-dose 
containers, for example, sealed vials and ampoules, and may be stored in a fi«eze dried 
(lyophilised) condition requiring only the addition of the sterile liquid carrier, for 
example, water prior to use. 

[0024] Formulations suitable foi administration by nasal inhalation include fine dusts or 
mists which may be generated by means of metered dose pressurised aerosols, nebuliseis 
or insufflators. 

[0025] The present invention further includes a process for the preparation of a 
pharmaceutical formulation which comprises bringing into association a combination of 
mirtazapine (or a pharmaceutical^ acceptable salt thereof) and one or more SSRTs (or a 
pharmaceutical^ acceptable salt thereof) with one or more pharmaceutical^ acceptable 
carriers therefor. 

[0026] In one embodiment a mixture of mirtazapine and one or more SSRTs may be 
presented as a pharmaceutical formulation in unit dosage form, for example, administered 
in the form of a tablet, pill, capsule and the like. Such dosage forms are known in the art, 
e.g. as described in the standard reference, Gennaro et aU Remington's Pharmaceutical 
Sciences, (18th eA, Mack Publishing Company, 1990, see especially Part 8: 
Pharmaceutical Preparations and Their Manufacture) the compounds may be compressed 
into solid dosage units, such as pills, tablets, or be processed into capsules or 
suppositories By means of pharmaceutical^ suitable liquids the compounds can also be 
applied as an injection preparation in the form of a solution, suspension, emulsion, or as a 
spray, e.g. a nasal spray. 

[0027] For making dosage units, e.g. tablets, the use of conventional additives such as 
fillers, colorants, polymeric binders and the like is contemplated In general any 
pharmaceutical^ acceptable additive which does not interfere with the function of the 
active compounds can be used Suitable amounts of active ingredients are, for example, a 
tablet comprising 5 to 50 mg of mirtazapine and typically 5 to 100 mg of SSRI. In a 
specific example, a tablet comprising 15 mg of mirtazapine and 20 mg of fluoxetine is 
obtained. Amounts of SSRI higher than 100 mg may be necessary when SSRTs are used 
with low intrinsic activity. 



[0028] Suitable carriers with which the compositions can be administered include lactose, 
starch, cellulose derivatives and the like, or mixtures thereof; used in suitable amounts. 

[0029] More commonly these days pharmaceutical formulations are prescribed to the 
patient in "patient packs" containing the whole course of treatment in a single package, 
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usually a blister pack. Patient packs have an advantage over traditional prescriptions, 
where a pharmacists divides a patients supply of a phaimaceutical fiom a bulk supply, in 
that the patient always has access to the package insert contained in the patient pack, 
noimally missing in ttaditional prescriptions. The inclusion of a package insert has been 
shown to improve patient compliance with the physicians instructions. 

[0030] A furthei embodiment includes a package containing separate dosage units, one or 
more of which containing mirtazapine or a pharmaceutical^ acceptable salt thereof and 
one or more of which containing an SSRI oi a pharmaceutical^ acceptable salt thereof. 
Dosage units containing mirtazapine (or a pharmaceutical^ acceptable salt thereof) have 
suitable amounts of active ingredient, foi instance 5 to 50 mg mirtazapine, ) have foi 
instance 10 to 30 mg of the SSRI, A package contains enough tablets, capsules oi the like 
to tieat a patient foi a pre-determinded period of time, for instance for 2 weeks, 1 month 
oi 3 months. 

[0031] Patients, or couise, can also be treated by using separated dosage units, each 
containing mirtazapine or an SSRI Such separated dosage units are consisted to be 
encompassed in the presently described packages, 

[0032] Ihe present invention fiuthei includes, a patient pack comprising mirtazapine and 
an SSRI and an infoimation insert containing directions on the use of the active 
ingiedients together in combination. 

[0033] Mirtazapine may be prepared using the method described in U.S, Pat No, 
4,062,843 which is incoiporated heiein by reference. 

[0034] SSRI's may be piepaied by any method known in the art. For example, fluoxetine 
and its phaimaceutically acceptable acid addition salts may be piepared by any method 
known in the ait foi the prepaiation of a compound of similar stmcture. Typically the 
compounds aie prepared by the methods described in U.S- Pat. No 4,3 14,081 
Phaimaceutical compositions containing fluoxetine are disclosed in U.S. Pat. No. 
4,194,009. The contents of U.S. Pat Nos. 4,314,081 and 4,194,009 are incorporated 
herein by reference. 

[0035] 

The invention is fuither illustrated by the following examples. 
EXAMPLE 1 

Disturbance of Sexual Functions in Rats by Fluoxetine 

[0036] Male rats were individually placed in small cages. Obseivations were made 
continuously. Due to treatment of the rats with fluoxetine they have in average 2.1 03 
spontaneous erections with ejaculations. This is according to woik published by 
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Berendsen and Broekkamp, European J Phannacol 135:279-287 1987. 

[0037] When the iats were treated with both fluoxetine and miitazapine there is a sUong 
and statistically significant reduction in the occurrence of penile erections. A dose of 0 1 ' 
mg/kg of miitazapine is sufficient to antagonise this abnormal effect of fluoxetine on a 
sexual function: 

[0038] Fluoxetine 22 mg/kg subcutaneously (sc): 2.1.+-.0.3 erections 

[0039] Fluoxetine 22 mg/kg sc+mirtazapine 0.1 mg/kg sc: 0.2.+- 0.1 elections 

[0040] Fluoxetine 22 mg/kg scC+miitazapine 0 22 mg/kg sc: 0.4 +- 0.2 erections 

[0041] It put into the basket containing the food with which these rats like and eat the fall 
rat of the appetite suppression operation by example 2 fluoxetine for 30 minutes. The rat 
ate 14.5 +-1 .8g (average of seven iats) food. Food consisted of useful living mealworm. 

[0042] Rats which were treated with 30 mg/kg fluoxetine sc eat only 3.+- 0.4 grams. This 
is a reduction of 80%. When such a comparison was made with concomitant tteatment 
with 2 mg/kg miitazapine sc the reduction was only 40%. This is a cleai but partial 
antagonism of the appetite inhibiting effect of fluoxetine by miitazapine 
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